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2004: 162444 CAPLUS 
140:212060 

DNA encoding a human melanin concentrating hormone 
receptor (MCH1) and uses thereof and preparation of 
4-phenylpiperidine derivatives as human MCH1 receptor 
antagonists 

Salon, John A.; Laz, Thomas M. ; Nagorny, Raisa; 

Wilson, Amy E. ; Craig, Douglas A. 

USA 

U.S. Pat. Appl. Publ., 180 pp., Cont . -in-part of U.S. 
Ser. No. 899,732. 
CODEN: USXXCO 
Patent 
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LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 4 
PATENT INFORMATION: 



PATENT NO. KIND DATE 



US 


2004038855 




Al 




20040226 


wo 


2000039279 




A2 




20000706 


wo 


2000039279 




A3 




20001102 




W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ , BA, 






CZ, 


DE, 


DK, 


EE, 


ES, 


FI, GB, 






is. 


JP, 


KE, 


KG, 


KP, 


KR, KZ, 






MG, 


MK, 


MN, 


MW, 


MX, 


NO, NZ, 






SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, UA, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, TM 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, SL, 






DK, 


ES, 


FI, 


FR, 


GB, 


GR, IE, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, ML, 


us 


2003082623 




Al 




20030501 


wo 


2004064774 




A2 




20040805 




W: 


AE, 


AE, 


AG, 


AL, 


AL, 


AM, AM, 






BG, 


BR, 


BR, 


BW, 


BY, 


BY, BZ, 






CU, 


CU, 


CZ, 


CZ, 


DE, 


DE, DK, 






ES, 


FI, 


FI, 


GB, 


GD, 


GE, GE, 






is, 


JP, 


JP, 


KE, 


KE, 


KG, KG, 






LK, 


LR, 


LS, 


LS, 


LT, 


LU, LV, 






MZ, 


MZ, 


NA, 


NI 







PRIORITY APPLN. INFO.: 



GI 



APPLICATION NO. DATE 

US 2003-341751 20030114 
WO 1999-US31169 19991230 



BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, CR, CU, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, IL, IN, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, MA, MD, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, SI, SK, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, AM, AZ, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


Cn, li f Ucj, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, BJ, CF, 


MR, 


NE, 


SN, 


TD, 


TG 








US 2001- 


899732 




20010705 




WO 2004- 


US724 




20040114 


AM, 


AT, 


AT, 


AU, 


AZ, 


AZ, 


BA, BB, BG, 


BZ, 


CA, 


CH, 


CN, 


CN, 


CO, 


CO, CR, CR, 


DK, 


DM, 


DZ, 


EC, 


EC, 


EE, 


EE , EG , ES , 


GH, 


GM, 


HR, 


HR, 


HU, 


HU, 


ID, IL, IN, 


KP, 


KP, 


KP, 


KR, 


KR, 


KZ, 


KZ, KZ, LC, 


MA, 


MD, 


MD, 


MG, 


MK, 


MN, 


MW, MX, MX, 




WO 1999- 


US31169 




A2 19991230 




US 2000- 


610635 




B2 20000705 




US 2001- 


899732 




A2 20010705 




US 1998- 


224426 




A2 19981231 




US 2003- 


341751 




A 20030114 




This invention provides an isolated nucleic acid encoding a human MCHl 
receptor, a purified human MCHl receptor, vectors comprising isolated 
nucleic acid encoding a human MCHl receptor, cells comprising such 
vectors, antibodies directed to a human MCHl receptor, nucleic acid probes 
useful for detecting nucleic acid encoding human MCHl receptors , antisense 
oligonucleotides complementary to unique sequences of nucleic acid 
encoding human MCHl receptors, transgenic, nonhuman animals which express 
DNA encoding a normal or mutant human MCHl receptor, methods of isolating 
a human MCHl receptor, methods of treating an abnormality that is linked 
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to the activity of a human MCHl receptor, as well as methods of determining 
binding of compds . to mammalian MCHl receptors. This invention further 
provides a method of treating a subject suffering from urinary 
incontinence which comprises administering to the subject an amount of an 
MCHl antagonist effective to treat the subject's urinary incontinence or 
overactive bladder. Various 4-phenylpiperidine derivs . , e.g (I), were 
synthesized and tested as human MCHl receptor antagonists. 
IT 387826-04-2P, (4R) -N- [3- [4- [3- ( Butyrylamino) phenyl] -1- 

piperidinyl] propyl] -4- (3, 4-dif luorophenyl ) -6- (methoxymethyl ) -2-oxo-l, 2, 3, 4- 

tetrahydro-5-pyrimidinecarboxamide 38782 6-05-3P, 

(4R) -4- (3, 4-Difluorophenyl) -6- (methoxymethyl) -2-oxo-N- [3- [4- [3- 

(propionylamino) phenyl] -1-piperidinyl] propyl] -1, 2, 3, 4-tetrahydro-5- 

pyrimidinecarboxamide 387826-06-4P, (4R) -4- (3, 4-Dif luorophenyl ) - 

6- (methoxymethyl) -N- [3- [4- [3- [ ( 3-methylbutanoyl ) amino] phenyl ] -1- 

piperidinyl] propyl] -2-oxo-l, 2 , 3 , 4-tetrahydro-5-pyrimidinecarboxamide 

387826-07-5P 387826-08-6P, (4R) -4- (3, 4-Dif luorophenyl ) -N- 

[3- [4- [3- [ (3, 3-dimethylbutanoyl) amino] phenyl ] -1-piperidinyl] propyl ] -6- 

(methoxymethyl) -2-oxo-l, 2, 3, 4-tetrahydro-5-pyrimidinecarboxamide 

387826-09-7P, (4R) -4- (3, 4-Dif luorophenyl ) -N- [3- [4- [3- 

(isobutyrylamino) phenyl] -1-piperidinyl] propyl] -6- (methoxymethyl ) -2-oxo- 
1,2,3, 4-tetrahydro-5-pyrimidinecarboxamide 

RL: PAC (Pharmacological activity); SPN ( Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(DNA encoding human melanin concentrating hormone receptor (MCHl) and us 
thereof and preparation of phenylpiperidine derivs. as human MCHl 
antagonists) 
RN 387826-04-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl ) -1, 2 , 3 , 4-tetrahydro-6- 
( methoxymethyl) -2-oxo-N- [3- [4- [3- [ (1-oxobutyl) amino] phenyl ] - 1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



OMe 

O 




RN 387826-05-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3, 4-dif luorophenyl ) -1, 2 , 3, 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4-[3-[ ( 1-oxopropyl ) amino] phenyl ] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OMe 

o r 




F 



RN 663622-91-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl) -N- [3- [3, 6-dihydro-4- ( 3- 

nitrophenyl) -1 (2H) -pyridinyl] propyl] -I, 2 , 3 , 4-tetrahydro-6- (methoxymethyl ) - 
2-oxo-, (4R)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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2003:334519 CAPLUS 
138:298124 

Human melanin concentrating hormone receptor MCH1, its 
DNA, its synthetic ligands and diagnostic and 
therapeutic uses thereof 

Borowsky, Beth; Blackburn, Thomas P.; Ogozalek, 

Kristine 

USA 

U.S. Pat. Appl. Publ., 193 pp., Cont . -in-part of U.S. 

Ser. No. 610,635. 

CODEN: USXXCO 

Patent 

English 

4 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US 2003082623 
US 6221613 
WO 2000039279 



20030501 
20010424 
20000706 



US 2001-899732 
US 1998-224426 
WO 1999-US31169 



20010705 
19981231 
19991230 
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WO 


2000039279 




A3 




20001102 














CN, CR, CU, 




W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 




cz, 


DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, IL, IN, 




IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, MA, MD, 




MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, SI, SK, 




SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, AM, AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, BJ, CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






us 


2003077701 




Al 




20030424 




US 2001- 


29314 




20011220 


us 


2004038855 




Al 




20040226 




US 2003- 


341751 




20030114 


PRIORITY APPLN. 


INFO 














US 1998- 


224426 




A2 19981231 




















WO 1999- 


US31169 




A2 19991230 




















US 2000- 


610635 




A2 20000705 




















US 2001- 


899732 




Al 20010705 



AB This invention provides an isolated nucleic acid encoding a human MCH1 
receptor, a purified human MCH1 receptor, vectors comprising isolated 
nucleic acid encoding a human MCH1 receptor, cells comprising such 
vectors, antibodies directed to a human MCH1 receptor, nucleic acid probes 
useful for detecting nucleic acid encoding human MCHl receptors, antisense 
oligonucleotides complementary to unique sequences of nucleic acid 
encoding human MCHl receptors, transgenic, nonhuman animals which express 
DNA encoding a normal or mutant human MCHl receptor, methods of isolating 
a human MCHl receptor, methods of treating an abnormality that is linked 
to the activity of a human MCHl receptor, as well as methods of determining 
binding of compds . to mammalian MCHl receptors. This invention provides a 
method of modifying the feeding behavior of a subject which comprises 
administering to the subject an amount of an MCHl antagonist effective to 
decrease the body mass of the subject and/or decrease the consumption of 
food by the subject. This invention further provides a method of treating 
a subject suffering from depression and/or anxiety which comprises 
administering to the subject an amount of an MCHl antagonist effective to 
treat the subject's depression and/or anxiety. 

IT 387826-04-2P 387826-05-3P 387826-06-4P 
387826-07-5P 387826-08-6P 387826-09-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(human melanin concentrating hormone receptor MCHl, its DNA, its synthetic 
ligands and diagnostic and therapeutic uses thereof) 
RN 387826-04-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl) -1 , 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxobutyl ) amino] phenyl] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10/025,5893 




RN 387826-05-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl) -1, 2, 3, 4-tetrahydro- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxopropyl ) amino] phenyl ] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-06-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl ) -1, 2 , 3 , 4-tetrahydro 
(methoxymethyl) -N- [3- [4- [3- [ ( 3-methyl-l-oxobutyl ) amino] phenyl] -1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-07-5 CAPLUS 
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IT 387827-17-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation);, RACT 
(Reactant or reagent) 

(human melanin concentrating hormone receptor MCH1, its DNA, its synthetic 
ligands and diagnostic and therapeutic uses thereof) 
RN 387827-17-0 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- ( 3-aminophenyl ) -1-piperidinyl] propyl] -4- 
(3, 4-difluorophenyl) -1 , 2 , 3 , 4-tetrahydro-6- (methoxymethyl ) -2-oxo- , (4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OMe 

o r 




F 
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2003:282121 CAPLUS 
138:287697 

Preparation and use of arylpyrimidines as selective 
melanin concentrating hormone-1 (mch-1) receptor 
antagonists 

Marzabadi, Mohammad R. ; Wetzel, John; Deleon, John I 

Lagu, Bharat; Gluchowski, Charles; Noble, Stewart; 

Nagarathnam, Dhanapalan 

Synaptic Phamaceutical Corp., USA 

U.S. Pat. Appl. Publ., 101 pp. 

CODEN: USXXCO 

Patent 

English 

1 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



US 2003069261 Al 20030410 US 2001-899635 20010705 

US 6720324 B2 20040413 

PRIORITY APPLN. INFO.: US 2000-216218P P 20000705 

OTHER SOURCE(S): MARPAT 138:287697 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I- IV [A = (un) substituted Ph, pyridyl, benzothiazolyl, 
benzoxazolyl, etc.; Rl = H, N02, CN, ( f luoro) alkyl, ( cyclo ) alkenyl , 
alkynyl, ( f luoro) cycloalkyl, amino, alkoxy, acyl, carboxy, carboxamido; R2 
= H, (hydroxy) alkyl, alkoxyalkyl, fluoroalkyl, cycloalkenyl, etc.; R3 = H, 
( fluoro) alkyl, ( cyclo) alkenyl, alkynyl, ( f luoro) cycloalkyl ; R4 = 
alkyl-piperidinyl, alkyl-tetrahydropyridinyl, etc. in which the 
heterocycle is substituted with (hetero) aryl, thioacyl, amido, etc.; X = 
0, S, NR3; n = 0 - 5] were prepared For instance, ( + )-V was prepared by 
reaction of 5-methoxycarbonyl-4-methoxymethyl-l, 2 , 3, 6-tetrahydro-2-oxo-6- 
(3, 4-difluorophenyl) -1- [ ( 4-nitrophenyloxy) carbonyl ] pyrimidine (preparation 
given) and the corresponding propylamine sidechain with base (e.g., 
iPr2NEt) in CH2C12. (+)-V had antagonist potency (Kb) = 0.3 nM and Ki = 
0.08 nM for the melanin-concentrating hormone receptor (mch) and Ki > 50,000 
for two neuropeptide Y receptors and Ki > 50,000 nM three galanin 
receptors. I-IV are useful in the treatment of, e.g., bulimia nervosa and 
obesity. 

IT 387826-04-2P 387826-05-3P 387826-06-4P 
387826-07-5P 387826-08-6P 387826-09-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug; preparation and use of arylpyrimidines as selective melanin 
concentrating 

hormone-1 (mch-1) receptor antagonists) 
RN 387826-04-2 CAPLUS 

CN 5- Pyrimidine carboxamide, 4- (3, 4-difluorophenyl) -1,2,3, 4-tetrahydro-6- 
(methoxymethyl ) -2-oxo-N- [ 3- [4- [ 3- [ ( 1-oxobutyl ) amino] phenyl] -1- 
piperidinyl] propyl] (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-05-3 CAPLUS 
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CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl) -1, 2 , 3, 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxopropyl ) amino] phenyl] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-06-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3, 4-dif luorophenyl ) -1,2,3, 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ ( 3-methyl-l-oxobutyl ) amino] phenyl ] -1- 
piperidinyl]propyl]-2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OMe 

o r 




RN 387826-07-5 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl ) -1 , 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ ( 2-methyl-l-oxobutyl ) amino] phenyl ] - 1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2002: 658092 CAPLUS 
137:185508 

Preparation of 2-thioxo-l, 2, 3, 4-tetrahydropyrimidines 
as neutral sphingomyelinase inhibitors 

Delaet, Nancy; Williams, John; Wilson, Dean; Ohmawari, 

Nagashige; Nakai, Hisao 

Ono Pharmaceutical Co., Ltd., Japan 

PCT Int. Appl., 198 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 2002066443 
WO 2002066443 
W: JP 

PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 

GI 



KIND DATE 



APPLICATION NO. 



A2 20020829 WO 2002-JP1471 
A3 20030306 



US 2001-269841P 



MARPAT 137:185508 



DATE 

20020220 
P 20010221 




AB The title compds . [I; Rl = (un) substituted Ph, pyridyl, imidazolyl, alkyl, 
etc.; R2 = COR12, C02R13, CONR14R15, H, etc. (R12 = alkyl; R13 = alkyl, 
alkenyl, alkoxyalkyl, etc.; R14 - H, alkyl; R15 = alkyl, phenylalkyl, 
naphthylalkyl) ; R3 = alkyl, alkoxyalkyl, C02R28, etc. (R28 = alkyl); with 
provisos], useful as neutral sphingomyelinase inhibitors and therefore are 
useful for the treatment and/or prevention of arteriosclerosis, cerebral 
ischemia, cardiac ischemia, lung injury, renal injury, GVHD (graft vs. 
host diseases), transplant rejection, HIV, etc., were prepared and 
formulated. Thus, cyclization of 1 , 3-diphenyl-2- ( thiophen-2- 
ylmethylene) propane-1, 3-dione (preparation given) with S-(4- 
methoxybenzyl) thiourea. HCl in pyridine afforded I [Rl = 2-thienyl; R2 = 
COPh; R3 = Ph] . Biol, data for 27 compds. I was given. 

IT 452065-06-4P 452065-09-7P 452065-11-1P 

452065- 13-3P 452065-16-6P 452065-17-7P 

452066- 43-2P 452066-44-3P 452066-45-4P 
452066-46-5P 452066-49-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 2-thioxo-l , 2 , 3 , 4-tetrahydropyrimidines as neutral 
sphingomyelinase inhibitors) 
RN 452065-06-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- [4- (diethylamino) phenyl] -1, 2 , 3, 4-tetrahydro-6- 
methyl-N- (phenylmethyl) -2-thioxo- ( 9CI ) (CA INDEX NAME) 
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S 




C— NH- CH2~Ph 



0 



RN 452 065-09-7 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- [4- (diethylamino ) phenyl] -1 , 2 , 3 , 4-tetrahydro-N- 
[2-(4-methoxyphenyl)ethyl]-6-methyl-2-thioxo- ( 9CI ) (CA INDEX NAME) 




NEt2 



RN 452065-11-1 CAPLUS 

CN 5-Pyrimidinecarboxamide , 4- [ 4- (diethylamino ) phenyl ] -1 , 2 , 3 , 4-tetrahydro-N- 
[ (4-methoxyphenyl)methyl]-6-methyl-2-thioxo- (9CI) (CA INDEX NAME) 




NEt2 



RN 452065-13-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- ( 1, 3-benzodioxol-5-ylmethyl) -4- ( 4-chlorophenyl ) - 
1, 2,3,4-tetrahydro-6-methyl-2-thioxo- (9CI) (CA INDEX NAME) 
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OMe 



RN 452066-49-8 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 4-chlorophenyl ) -1,2, 3, 4-tetrahydro-N, 6- 
dimethyl-N- (phenylmethyl) -2-thioxo- (9CI) (CA INDEX NAME) 




C— N" CH2-Ph 



0 Me 
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2002:72060 CAPLUS 
136: 134773 

Preparation and use of arylpyrimidines as selective 
melanin concentrating hormone-1 (mch-1) receptor 
antagonists 

Lagu, Bharat; Wetzel, John; Marzabadi, Mohammad R. ; 

Deleon, John E. ; Gluchowski, Charles; Noble, Stewart; 

Nagarathnam, Dhanapalan; Chiu, George 

Synaptic Pharmaceutical Corporation, USA 

PCT Int. Appl. , 310 pp. 
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KIND DATE 
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EP 1299362 Al 20030409 EP 2001-952440 20010705 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 

JP 2004504303 T2 20040212 JP 2002-512149 20010705 

PRIORITY APPLN. INFO.: US 2000-610213 A 20000705 

WO 2001-US21286 W 20010705 

OTHER SOURCE(S): MARPAT 136:134773 
GI 



+ STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I-IV [A = (un) substituted Ph, pyridyl, benzothiazolyl, 
benzoxazolyl, etc.; Rl = H, N02, CN, ( f luoro) alkyl , ( cyclo ) alkenyl , 
alkynyl, ( f luoro) cycloalkyl, amino, alkoxy, acyl, carboxy, carboxamido; R2 
= H, (hydroxy) alkyl, alkoxyalkyl, fluoroalkyl, cycloalkenyl, etc.; R3 = H, 
(fluoro) alkyl, ( cyclo ) alkenyl, alkynyl, ( f luoro) cycloalkyl ; R4 = 
alkyl-piperidinyl, alkyl-tetrahydropyridinyl, etc. in which the 
heterocycle is substituted with (hetero) aryl , thioacyl, amido, etc.; X = 
O, S, NR3; n = 0 - 5] were prepared For instance, (+)-V was prepared by 
reaction of 5-methoxycarbonyl-4-methoxymethyl-l, 2 , 3 , 6-tetrahydro-2-oxo-6- 
(3, 4-dif luorophenyl ) -1- [ ( 4-nitrophenyloxy) carbonyl] pyrimidine (preparation 
given) and the corresponding propylamine sidechain with base (e.g., 
iPr2NEt) in CH2C12. (+)-V had antagonist potency (Kb) = 0 . 3 nM and Ki = 
0.08 nM for the melanin-concentrating hormone receptor (mch) and Ki > 50,000 
for two neuropeptide Y receptors and Ki > 50,000 nM three galanin 
receptors. I-IV are useful in the treatment of, e.g., bulimia nervosa and 
obesity . 

IT 387826-04-2P 387826-05-3P 387826-06-4P 
387826-07-5P 387826-08-6P 387826-09-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug; preparation and use of arylpyrimidines as selective melanin 
concentrating 

hormone-1 (mch-1) receptor antagonists) 
RN 387826-04-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl) -1, 2, 3, 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxobutyl ) amino] phenyl] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OMe 

o r 
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RN 387826-05-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl ) -1, 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxopropyl) amino] phenyl] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-06-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl) -1, 2, 3, 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ ( 3-methyl-l-oxobutyl) amino] phenyl] -1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-07-5 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3 , 4-dif luorophenyl) -1,2,3, 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ ( 2-methyl-l-oxobutyl ) amino] phenyl] -1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2002:31619 CAPLUS 
136:96697 

Human melanin concentrating hormone receptor MCH1, its 
DNA, its synthetic ligands and diagnostic and 
therapeutic uses thereof 

Salon, John A.; Laz, Thomas M. ; Nagorny, Raisa; 
Wilson, Amy E. 

Synaptic Pharmaceutical Corporation, USA 

PCT Int. Appl. , 524 pp. 
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DE, 
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JP 
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JP 2002- 


507986 




20010705 



PRIORITY APPLN. INFO. 



A 20000705 
W 20010705 
a human MCH1 



US 2000-610635 
WO 2001-US21350 

AB This invention provides an isolated nucleic acid encoding 

receptor, a purified human MCH1 receptor, vectors comprising isolated 
nucleic acid encoding a human MCH1 receptor, cells comprising such 
vectors, antibodies directed to a human MCH1 receptor, nucleic acid probes 
useful for detecting nucleic acid encoding human MCHl receptors, antisense 
oligonucleotides complementary to unique sequence of nucleic acid encoding 
human MCHl receptors, transgenic, nonhuman animals which express DNA 
encoding a normal or mutant human MCHl receptor, methods of isolating a 
human MCHl receptor, methods of treating an abnormality that is linked to 
the activity of a human MCHl receptor, as well as methods of determining 

binding 

of compds . to mammalian MCHl receptors. This invention provides a method 
of modifying the feeding behavior of a subject which comprises 
administering to the subject an amount of an MCHl antagonist effective to 
decrease the body mass of the subject and/or decrease the consumption of 
food by the subject. This invention further provides a method of treating 
a subject suffering from depression and/or anxiety which comprises 
administering to the subject an amount of an MCHl antagonist effective to 
treat the subject's depression and/or anxiety. 
IT 387826-04-2P 387826-05-3P 387826-06-4P 
387826-07-5P 387826-08-6P 387826-09-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(Uses) 

(human melanin concentrating hormone receptor MCH1, its DNA, its synthetic 
ligands and diagnostic and therapeutic uses thereof) 
RN 387826-04-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl ) -1,2, 3 , 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ (1-oxobutyl) amino] phenyl] - 1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.OMe 

o r 




F 



RN 387826-05-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl ) -1 , 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl) -2-oxo-N- [3- [4- [3- [ ( 1-oxopropyl ) amino] phenyl] -1- 
piperidinyl] propyl]-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 387826-06-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl ) -1 , 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ (3-methyl-l-oxobutyl) amino] phenyl] -1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 5-Pyrimidinecarboxamide, 4- (3, 4-dif luorophenyl) -1, 2 , 3, 4-tetrahydro-6- 
(methoxymethyl) -N- [3- [4- [3- [ (2-methyl-l-oxopropyl ) amino] phenyl ] -1- 
piperidinyl] propyl] -2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 387827-17-0P v o7v ^ m 

RL: RCT (Reactant) ; SPN ( Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(human melanin concentrating hormone receptor MCH1, its DNA, its synthetic 
ligands and diagnostic and therapeutic uses thereof) 
RN 387827-17-0 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- ( 3-aminophenyl ) -1-piperidinyl] propyl] -4- 
(3, 4-dif luorophenyl) -1,2, 3, 4-tetrahydro-6- (methoxymethyl ) -2-oxo- , (4R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L3 ANSWER 7 OF 14 CAPLUS COPYRIGHT 2004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE: 



2001: 560064 CAPLUS 
135:137519 

Preparation of 1- ( 4-arylpiperidinopropyl ) carbamoyl-2- 
piperidone-5-carboxylates and analogs as ale 
antagonists 
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U.S., 67 pp., Cont ,-in-part of U. S. Ser. No. 340,611, 



10/025,5893 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



abandoned . 

CODEN: USXXAM 

Patent 

English 

4 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US 


626E 


)369 






Bl 




20010731 


US 1997- 


836628 




19970516 


wo 


9614846 






Al 




19960523 


WO 1995- 


US15025 




19951116 




W: 


AM, 


AT, 


AU, 


BB, 


BG, 


BR, BY, 


CA, CH, CN, 


CZ, DE, 


DK, 


EE, ES, FI, 






GB, 


GE, 


HU, 


IS, 


JP, 


KE, KG, 


KP, KR, KZ, 


LK, LR, 


LT, 


LU, LV, MD, 






MG, 


MN, 


MW, 


MX, 


NO, 


NZ, PL, 


PT, RO, RU, 


SD, SE, 


SG, 


SI, SK, TJ, 






TM, 


TT 




















RW: 


KE, 


LS, 


MW, 


SD, 


SZ, 


UG, AT, 


BE, CH, DE, 


DK, ES, 


FR, 


GB, GR, IE, 






IT, 


LU, 


MC, 


NL, 


PT, 


SE, BF, 


BJ, CF, CG, 


CI, CM, 


GA, 


GN, ML, MR, 






NE, 


SN, 


TD, 


TG 














US 


624£ 


3747 






Bl 




20010619 


US 1999- 


291553 




19990414 


us 


6727257 






Bl 




20040427 


US 2000- 


730458 




20001205 


PRIORITY 


APPLN. 


INFO 










US 1994- 


340611 




B2 19941116 
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OTHER SOURCE (S) 
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MARPAT 135:137519 




AB Title compds. [e.g., I; R = (un) substituted (hetero ) aryl ; Rl = H, 

(fluoro) alkyl, cyano, C02R3, etc.; R2 = H, alkyl, OR3, etc.; R3 = H, 
(fluoro) alkyl, etc.; R4 = e.g, ( 4-arylpiperidinopropyl ) carbamoyl ; X = O, 
S, (alkyl) imino] and analogs thereof were prepared Over 60 synthetic 
examples were provided. Thus 1, 6-dihydro-5- ( cyanoethoxycarbonyl ) -4-ethyl- 
6- (4-nitrophenyl) -2-methoxypyrimidine (prepared in 3 steps) was treated with 
4-nitrophenylchlorof ormate (acylation at Nl) followed by the corresponding 
substituted piperidine to give the Nl carboxamide intermediate. The 
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cyanoethoxycarbonyl function was saponified and converted to the 
5-carboxamido derivative II. Thus, title compound II had pKi of 9.74 for 
binding at human ale receptors in vitro. Treatment of benign 
prostatic hyperplasia is a claimed use of the invention. 

IT 179481-48-2P 179481-49-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use ) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 1- ( 4-arylpiperidinopropyl ) carbamoyl-2-piperidone-5- 
carboxylates and analogs as ale antagonists) 

RN 179481-48-2 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [ 1- ( aminocarbonyl ) -6- (2, 1, 3- 
benzoxadiazol-5-yl) -4-ethyl-l, 2,3, 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester, (-)- (9CI) 
(CA INDEX NAME) 

Rotation (-) . 



0 0 




Ph 

O 



RN 179481-49-3 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [1- (aminocarbonyl) -6- (2, 1, 3- 
benzoxadiazol-5-yl) -4-ethyl-l, 2, 3, 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester, 
monohydrochloride, (-)- (9CI) (CA INDEX NAME) 



Rotation (-) . 
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GI 
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R2 



Xl-A 

CO— L — Y— E 
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Ql = 



AB The title compds . I [Rl and R2 together form Ql, etc.; B2 = amino, etc.; A 
= 1-naphthyl, etc.; E = H, (un) substituted heteroaryl, etc.; C = H, alkyl, 
etc.; D = H, alkyl, etc.; L = 0 (with a proviso), etc.; Y = bond (with a 
proviso), etc.; XI = CH2 , etc.] are prepared I exhibit selective antagonist 
activity against the N-type calcium channel. In an in vitro test for 
N-type calcium channel antagonism, 4- ( 3-chlorophenyl ) -6- [( 2- 
cyclohexylethoxy) methyl] -5- ( 3, 3-diphenylpropylcarbamoyl ) -2-phenyl-l, 4- 
dihydropyrimidine showed the pIC50 value of 5.9. 

IT 313999-35-8P 313999-36-9P 313999-37-0P 
313999-38-1P 313999-39-2P 313999-40-5P 
313999-41-6P 313999-42-7P 313999-43-8P 
313999-44-9P 313999-45-0P 313999-46-1P 
313999-47-2P 313999-48-3P 313999-49-4P 
313999-50-7P 313999-53-0P 313999-56-3P 
313999-57-4P 313999-58-5P 313999-59-6P 
313999-66-5P 313999-67-6P 313999-73-4P 
313999-74-5P 313999-76-7P 313999-77-8P 
313999-78-9P 313999-79-0P 313999-80-3P 
313999-84-7P 313999-85-8P 313999-86-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of dihydropyrimidine derivs . as N-type calcium channel 
antagonists ) 
RN 313999-35-8 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -N- (3, 3-diphenylpropyl) -1 , 2 , 3, 4- 
tetrahydro-6-methyl-2-oxo- (9CI) (CA INDEX NAME) 



0 




C - NH- CH2- CH2~ CHPh2 
0 



RN 313999-36-9 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1, 2 , 3, 4-tetrahydro-6-methyl-2- 
oxo-N- (3-phenyl-2-propenyl)- (9CI) (CA INDEX NAME) 
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O 




C- NH- CH2- CH= CH— Ph 

II 

O 



RN 313999-37-0 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -N- (3, 3-diphenylpropyl ) -1, 2, 3,4- 
tetrahydro-6- (methoxymethyl) -2-oxo- (9CI) (CA INDEX NAME) 



O 




RN 313999-38-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) - 1 , 2 , 3 , 4-tetrahydro-6- 
( methoxymethyl )-2-oxo-N- ( 3-phenylpropyl ) - (9CI) (CA INDEX NAME) 



0 




C-NH- (CH2) 3~ P h 



0 



RN 313999-39-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ ( 2-chloroethoxy) methyl] -4- ( 3-chlorophenyl ) -N- 
(3, 3-diphenylpropyl)-l,2, 3, 4-tetrahydro-2-oxo- (9CI) (CA INDEX NAME) 
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O 




0 



RN 313999-40-5 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -N- (3, 3-diphenylpropyl) -1,2, 3 
tetrahydro-2-oxo-6-[ [2- ( 1-piperidinyl) ethoxy] methyl] - (9CI) (CA INDEX 
NAME) 



O 




O 



RN 313999-41-6 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ (2-chloroethoxy) methyl] -4- ( 3-chlorophenyl ) - 
l,2,3,4-tetrahydro-2-oxo-N-(3-phenylpropyl)- (9CI) (CA INDEX NAME) 




RN 313999-42-7 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl) -1, 2 , 3, 4-tetrahydro-6-methyl- 
[3- (4-morpholinyl) propyl] -2-oxo- (9CI) (CA INDEX NAME) 



10/025,5893 



CI 




Me 



RN 313999-43-8 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1, 2, 3, 4-tetrahydro-6-methyl-2- 
oxo-N-[ 3- (1-pyrrolidinyl) propyl]- (9CI) (CA INDEX NAME) 



0 




NH 



(CH 2 )3 




RN 313999-44-9 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1 , 2 , 3 , 4-tetrahydro-N- [ 3- ( 1H- 
imidazol-l-yl)propyl]-6-methyl-2-oxo- (9CI) (CA INDEX NAME) 




(CH 2 )3 
NH 

C=0 




RN 313999-45-0 CAPLUS 
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CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1, 2, 3, 4-tetrahydro-6-methyl-N- 
[3- (4-methyl-l-piperazinyl) propyl] -2-oxo- (9CI) (CA INDEX NAME) 




CI 



RN 313999-46-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ ( 2-azidoethoxy) methyl] -4- ( 3-chlorophenyl ) - 
l,2,3,4-tetrahydro-2-oxo-N-(3-phenylpropyl)- (9CI) (CA INDEX NAME) 



0 




C~NH- (CH2)3"Ph 



0 



RN 313999-47-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ (2-azidoethoxy) methyl] -4- ( 3-chlorophenyl) -N- 
(3,3-diphenylpropyl)-l,2,3,4-tetrahydro-2-oxo- (9CI) (CA INDEX NAME) 



O 




C- NH- CH2^ CH2- CHPh2 
O 



RN 313999-48-3 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ ( 2 -aminoethoxy) methyl ] -4- (3-chlorophenyl) - 
1, 2,3,4-tetrahydro-2-oxo-N- ( 3-phenylpropyl ) - (9CI) (CA INDEX NAME) 
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RN 313999-49-4 CAPLUS 

CN 5-Pyrimidinecarboxamide, 6- [ (2-aminoethoxy) methyl] -4- ( 3-chlorophenyl ) -N- 
(3,3-diphenylpropyl)-l,2,3,4-tetrahydro-2-oxo- (9CI) (CA INDEX NAME) 




RN 313999-50-7 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3-chlorophenyl) -1,2,3, 4-tetrahydro-6-methyl-2- 
oxo-N- (3-phenylpropyl) - (9CI) (CA INDEX NAME) 



0 




RN 313999-53-0 CAPLUS 

CN 1, 5 ( 6H) -Pyrimidinedicarboxamide, 6- ( 3-chlorophenyl) -N5- ( 3, 3- 

diphenylpropyl) -2, 3-dihydro-4-methyl-2-oxo- (9CI) (CA INDEX NAME) 



10/025,5893 



0 




C- NH- CH2~ CH2~ CHPh2 
0 



RN 313999-56-3 CAPLUS 

CN 1 (2H) -Pyrimidinecarboxylic acid, 6- ( 3-chlorophenyl ) -5- [ [ ( 3 , 3- 

diphenylpropyl) amino] carbonyl] -3, 6-dihydro-4-methyl-2-oxo- , ethyl ester 
(9CI) (CA INDEX NAME) 




C- NH- CH2- CH2~ CHPh2 



0 



RN 313999-57-4 CAPLUS 

CN 1 (2H) -Pyrimidinecarboxylic acid, 6- (3-chlorophenyl) -3, 6-dihydro-4-methyl-2- 
oxo-5-[ [ (3-phenylpropyl) amino] carbonyl]-, ethyl ester ( 9CI ) (CA INDEX 
NAME) 




RN 313999-58-5 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- (3-chlorophenyl) -1,2, 3, 4-tetrahydro-6-methyl-2- 
oxo-N-[2-(4-pyridinyl)ethyl]- (9CI) (CA INDEX NAME) 
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RN 313999-59-6 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1, 2, 3, 4-tetrahydro-6-methyl-2- 
oxo-N-[2-(3-pyridinyl)ethyl]- (9CI) (CA INDEX NAME) 




CI 



RN 313999-66-5 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- ( 3-chlorophenyl ) -5- [[( 3, 3- 

diphenylpropyl) amino] carbonyl] -3, 6-dihydro-4-methyl-2-oxo- , methyl ester 
(9CI) (CA INDEX NAME) 



O 




C~ NH- CH2- CH2~ CHPh2 



O 



RN 313999-67-6 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- ( 3-chlorophenyl ) -5- [[( 3, 3- 

diphenylpropyl) amino] carbonyl] -3, 6-dihydro-4-methyl-2-oxo- (9CI) (CA 
INDEX NAME) 
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RN 313999-73-4 CAPLUS 

CN 1 (2H) -Pyrimidinecarboxylic acid, 6- ( 3-chlorophenyl ) -3, 6-dihydro-4-methyl-2- 
oxo-5- [[ (3-phenyl-2-propenyl) amino] carbonyl] ethyl ester (9CI) (CA 
INDEX NAME) 




RN 313999-74-5 CAPLUS 

CN 1, 5 (6H) -Pyrimidinedicarboxamide, 6- (3-chlorophenyl) -2, 3-dihydro-4-methyl-2- 
oxo-N5- (3-phenyl-2-propenyl)- (9CI) (CA INDEX NAME) 




RN 313999-76-7 CAPLUS 

CN 1 (2H) -Pyrimidinecarboxylic acid, 6- (3-chlorophenyl) -3, 6-dihydro-4-methyl-2- 
oxo-5- [[ [2- (4-pyridinyl) ethyl] amino] carbonyl] -, ethyl ester (9CI) (CA 
INDEX NAME) 
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RN 313999-77-8 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- ( 3-chlorophenyl ) -3, 6-dihydro-4-methyl-2-oxo- 
5- [ [ (3-phenyl-2-propenyl) amino] carbonyl] -, ethyl ester (9CI) (CA INDEX 
NAME) 




RN 313999-78-9 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- (3-chlorophenyl) -3, 6-dihydro-4-methyl-2-oxo- 
5- [[ [2- (4-pyridinyl) ethyl] amino] carbonyl]-, ethyl ester (9CI) (CA INDEX 
NAME) 




-C- CH2 



RN 313999-79-0 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- (3-chlorophenyl) -3, 6-dihydro- 4 -me thyl-2- exe- 
s' [[( 3-phenyl-2-propenyl) amino] carbonyl] - (9CI) (CA INDEX NAME) 
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RN 313999-80-3 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6- ( 3-chlorophenyl ) -3, 6-dihydro-4-methyl-2-oxo- 
5-[[[2-(4-pyridinyl)ethyl]amino]carbonyl]- (9CI) (CA INDEX NAME) 




H02C-CH2 



RN 313999-84-7 CAPLUS 

CN Glycine, N- [ [4- (3-chlorophenyl) -1,2, 3, 4-tetrahydro-6-methyl-2-oxo-5- 

pyrimidinyl] carbonyl] -N- ( 3-phenyl-2-propenyl ) -, methyl ester (9CI) (CA 
INDEX NAME) 




RN 
CN 



313999-85-8 CAPLUS 

Glycine, N- [ [4- (3-chlorophenyl) -1,2,3, 4-tetrahydro-6-methyl-2-oxo-5- 
pyrimidinyl] carbonyl] -N- (3-phenyl-2-propenyl) - (9CI) (CA INDEX NAME) 



10/025,5893 




0 CH 2 -C02H 



RN 313999-86-9 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3-chlorophenyl ) -1,2,3, 4-tetrahydro~6-methyl-2- 
oxo-N-(4-phenylbutyl)- (9CI) (CA INDEX NAME) 
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AB al Adrenergic receptors mediate both vascular and lower urinary 

tract tone, and al receptor antagonists such as terazosin are used 
to treat both hypertension and benign prostatic hyperplasia (BPH) . 



CORPORATE SOURCE: 



SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
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Recently, three different subtypes of this receptor have been identified, 
with the alA receptor being most prevalent in lower urinary tract 
tissue. This paper explores 4-aryldihydropyrimidinones attached to an 
aminopropyl-4-arylpiperidine via a C-5 amide as selective alA 
receptor subtype antagonists. In receptor binding assays, these types of 
compds . generally display Ki values for the ala receptor subtype of 
<lnM, while being greater than 100-fold selective vs. the alb and 
aid receptor subtypes. Many of these compds. were also evaluated in 
vivo and found to be more potent than terazosin in both a rat model of 
prostate tone and a dog model of intra-urethral pressure without 
significantly affecting blood pressure. While many of the compds. tested 
displayed poor pharmacokinetics, ( 4R) -4- ( 3, 4-dif luorophenyl ) -6- 
methoxymethyl-2-oxo-l, 2, 3, 4-tetrahydropyrimidine-5-carboxylic acid 
[3- [4- (4-fluorophenyl)piperidin-l-yl]propyl] amide (I) was found to have 
adequate bioavailability (>20%) and half-life (>6 h) in both rats and 
dogs. Due to its selectivity for the ala over the alb and 
aid receptors, as well as its favorable pharmacokinetic profile, I 
has the potential to relieve the symptoms of BPH without eliciting effects 
on the cardiovascular system. 
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RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(in vitro and in vivo evaluation of dihydropyrimidinone C-5 amides as 
potent and selective alA receptor antagonists for the treatment 
of benign prostatic hyperplasia in relation to pharmacokinetics) 
RN 256950-83-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- (2-cyano-4-f luorophenyl ) -1- 

piperidinyl] propyl] -4- (3, 4-dif luorophenyl ) -1,2, 3, 4-tetrahydro-6- 
(methoxymethyl)-2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OMe 




RN 



256950-84-2 CAPLUS 
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RN 289483-09-6 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- (2-cyano-4-f luorophenyl) -1- 

piperidinyl] propyl] -4- (3, 4-dif luorophenyl ) -1, 2, 3, 4-tetrahydro-l, 6-dimethyl- 
2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds . (I) [wherein Rl = (un) substituted Ph or pyridyl; R2 = 
(cyclo)alkyl or trif luoromethyl (alkyl ) ; R4 = H, alkyl, or 

trifluoromethyl (alkyl) ; R5 = H, (alkoxy) alkyl , or trif luoromethyl ( alkyl ) ; 
R6 = H or alkyl; R7 = H, (alkoxy ) alkyl, alkoxycarbonyl , acyl, or 
trif luoromethyl (alkyl ) ; R8 and R9 = independently (cyclo)alkyl or 
trifluoromethyl (alkyl) ; R10 = H, OH, CN, alkyl, alkoxy (alkyl) , or 
trifluoromethyl (alkyl) ; L = (CH2)n, (CHR2)n, CR8R9 (CH2 ) n-1 , (CH2 ) n-lR8R9, 
CH2CR8R9CH2, CH2CH2CR8R9CH2 , or CH2CR8R9CH2CH2 ; X = independently halo, 
CN, or alkyl; m = 0-2; n = 2-4; q = 0-4] were prepared for use in the 
treatment of benign prostatic hyperplasia. Over fifty target compds. were 
synthesized and tested for otla adrenergic receptor binding and 
selectivity. For example, 4- ( R) - ( 3 , 4-dif luorophenyl ) -6-methoxymethyl-2- 
oxo-1, 2, 3, 4-tetrahydropyrimidine-5-carboxylic acid was amidated with 
2- [ 1- (3-aminopropyl) piperidin-4-yl] -5-f luorobenzonitrile . 2HC1 (preparation 
given) in the presence of TEA, l-ethyl-3- (3-dimethylaminopropyl ) carbodiimi 
de.HCl, and 1-hydroxybenzotriazole . H20 in DMF to yield (4R)-II. All 
tested compds. bound to transfected human otla cell line (ATCC CRL 



10/025,5893 



11140) with Ki < 30 nM and were at least 10 fold more selective in 
binding to ctla receptors vs. binding to alb or aid 

receptors. Thus, these compds . are selective in their ability to relax 

smooth muscle tissue enriched in the ala receptor subtype without at 

the same time inducing hypotension. One such tissue is found surrounding 

the urethral lining. Therefore, one utility of the invention compds. is 

to provide acute relief to males suffering from benign prostatic 

hyperplasia by permitting less hindered urine flow. These compds. may 

also be used in combination with a human 5a reductase inhibitory 

compound, such as finasteride, to provide both acute and chronic relief from 

the effects of benign prostatic hyperplasia. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(product; preparation of 
2-oxo-N- ( 3-piperidinylpropyl ) tetrahydropyrimidine-5- 

carboxamide derivs . as ala adrenergic receptor antagonists for 
the treatment of benign prostatic hyperplasia) 
RN 245046-53-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, 4- ( 3, 4-dif luorophenyl ) -N- [3- [4- ( 4-f luorophenyl ) -1- 
piperidinyl] propyl] -1, 2, 3, 4-tetrahydro-6- (methoxymethyl ) -2-oxo-, (-) - 
(9CI) (CA INDEX NAME) 



Rotation (- ) . 
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RN 256950-83-1 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- (2-cyano-4-fluorophenyl ) -1- 

piperidinyl] propyl] -4- ( 3, 4-dif luorophenyl) -1 , 2 , 3 , 4-tetrahydro-6- 
(methoxymethyl)-2-oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 256950-84-2 CAPLUS 

CN 5-Pyrimidinecarboxamide, N- [3- [4- (2-cyano-4-fluorophenyl) -1- 

piperidinyl] propyl] -4- (3, 4-dif luorophenyl) -1,2,3, 4-tetrahydro-6-methyl 
oxo-, (4R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 5-Pyrimidinecarboxamide, N- [3- [4- ( 2-cyanophenyl ) -1-piperidinyl] propyl ] 
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IT 256952-07-5 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reactant; preparation of 2-oxo-N- ( 3-piperidinylpropyl) tetrahydropyrimidine- 
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the treatment of benign prostatic hyperplasia) 
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antagonist, and optionally a 5ct-reductase inhibitor. The 
combination therapy improves lower urinary tract symptoms including 
increasing urine flow rate, decreasing residual urine volume and improving 
overall obstructive and irritative symptoms in patients with benign 
prostatic hyperplasia or symptomatic prostatism. The efficacy of 
endothelin antagonists and ala-adrenoceptor antagonists for 
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contractions was tested in a mongrel dog model. The preparation of the 
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AB Title compds. [I, II, III; A = specified (substituted) (hetero ) aryl ; X = 
S, O, NR3; Rl = H, N02, cyano, alkyl, fluoroalkyl, alkenyl, alkynyl, 
cycloalkyl, f luorocycloalkyl , cycloalkenyl, N(R3)2, OR3, COR3, C02R3, 
C0N(R3)2; R2 = H, alkyl, hydroxyalkyl, alkoxyalkyl, aminoalkyl, 
fluoroalkyl, alkenyl, alkynyl, cycloalkyl, f luorocycloalkyl, cycloalkenyl, 
cycloalkylalkyl, cyano, OR3, etc.; R3 = H, alkyl, fluoroalkyl, alkenyl, 
alkynyl, cycloalkyl, f luorocycloalkyl, cycloalkenyl; R4 = specified 
substituted heterocyclylpiperidinylalkyl , etc.; n = 0-5], were prepared I 
are useful for lowering intraocular pressure, inhibiting cholesterol 
synthesis, relaxing lower urinary tract tissue, treatment of benign 
prostatic hyperplasia, impotency, cardiac arrhythmia, etc. Thus, 
( + ) -5-carboxamido-4-ethyl-l- [N- [3- ( 4-methoxycarbonyl-4-phenylpiperidin-l- 
yl) propyl] ] carboxamido-6- ( 4-nitrophenyl ) -2-oxo-l, 2, 3, 6- 
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tetrahydropyrimidine (preparation given) bound to human ctlA receptors 
with pKi = 9.74. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN ( Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of piperidinylpropylaminocarbonyldihydropyrimidones as 
selective adrenergic alA receptor antagonists) 
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pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester, (-)- (9CI) 
(CA INDEX NAME) 
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piperidinyl] propyl] amino] carbonyl] -2-oxo-, methyl ester, (-)- (9CI) 
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piperidinyl] propyl] amino] carbonyl] -2-oxo-, methyl ester, 
monohydrochloride, (-)- (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I, II, and III; A = (un) substituted Ph, pyridyl, 
lH-imidazolyl, or 1-imidazolyl, etc.; X = H, N02, cyano, linear or 
branched Cl-7 alkyl, mono- or polyf luoroalkyl , linear or branched C2-7 
alkenyl or alkynyl, C3-7 cycloalkyl, mono- or polyf luorocycloalkyl , 
N(R3)2, OR3, (CH2)pOR3, COR3, C02R3, CO(R3)2; R2 = H, linear or branched 
Cl-7 alkyl, hydroxyalkyl , alkoxyalkyl, aminoalkyl, mono- or 
polyf luorocycloalkyl, linear or branched C2-7 alkenyl or alkynyl, C3-7 
cycloalkyl or mono- or polyf luorocycloalkyl or cycloalkenyl, C3-10 
cycloalkyl-Cl-10 alkyl, C3-10 cycloalkyl-Cl-10 mono- or 
polyfluorocycloalkyl, cyano, CH2XR3, CH2X (CH2 ) pNHR3 , (CH2)n NHR3, 
CH2X(CH2)pN(R3)2, CH2X ( CH2 ) pN3 , OR3, etc.; p = 1-7; n = 0-5; R3 - H, 
linear or branched Cl-7 alkyl, mono- or polyfluorocycloalkyl, linear or 
branched C2-7 alkyl or alkynyl, C3-7 cycloalkyl or mono- or 
polyfluorocycloalkyl or cycloalkenyl; R4 = Q; wherein Zl = (CH2)o, CO 
(CH2)oCO, CO(CH2)o; m = 0-3; n = 1-3; V = 0, S, CR5R7, C(R7)2, NR7 ; R = H, 
F, linear or branched Cl-7 alkyl, mono- or polyf luoroalkyl , linear or 
branched alkyl C2-7 alkenyl or alkynyl, N(R3)2, N02, etc.; R5, R7 = H, F, 
CI, Br, iodo, COR3, C02R3, C0N(R3)2, cyano, N02, N(R3)2, OR3, SR3, 
(CH2)pOR3, (CH2)pSR3, etc.; R6 = H, linear or branched Cl-7 alkyl, 
hydroxyalkyl, aminoalkyl, alkoxyalkyl, mono- or polyf luoroalkyl , C3-7 
cycloalkyl]. This invention is also related to uses of these compds. for 
lowering intraocular pressure, inhibiting cholesterol synthesis, relaxing 
lower urinary tract tissue, the treatment of benign prostatic hyperplasia, 
impotence, cardiac arrhythmia and for the treatment of any disease where 
the antagonism of the otlA receptor may be useful. The invention 
further provides a pharmaceutical composition comprising a therapeutically 
effective amount of the above-defined compds . and a pharmaceutically 
acceptable carrier. Thus, a mixture of 1- (5-chloropentyl) -6- (3, 4- 
dif luorophenyl ) -1, 6-dihydro-2, 4-dimethyl-5-methoxycarbonylpyrimidine 
(preparation given), 4-methoxycarbonyl-4-phenylpiperidine, K2C03, and Nal, and 
1,4-dioxane was refluxed overnight to give IV. IV in vitro showed binding 
affinities at cloned human aid, alb, and ala receptors 
with pKi values of 6.17, 6.32, and 8.99, resp. 

IT 200050-67-5P 200050-70-OP 200051-26-9P 
200051-29-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of dihydropyrimidine derivs. as selective antagonists for human 
alA-adrenergic receptors for disease treatment) 
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CN 1 (2H) -Pyrimidinecarboxylic acid, 6- (3, 4-dif luorophenyl ) -4 -ethyl -3, 6- 
dihydro-5- [ [ [3- [4- (methoxycarbonyl ) -4-phenyl-l- 

piperidinyl] propyl] amino] carbonyl] -2-oxo-, methyl ester, (-)- ( 9CI ) (CA 
INDEX NAME) 
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CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [1- ( aminocarbonyl ) -6- (2,1,3- 
benzoxadiazol-5-yl) -4-ethyl-l, 2 , 3, 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester (9CI) 
INDEX NAME) 
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CN 1 (2H) -Pyrimidinecarboxylic acid, 6- ( 3 , 4-dif luorophenyl ) -4-ethyl-3, 
dihydro-5- [ [ [3- [4- (methoxycarbonyl ) -4-phenyl-l- 
piperidinyl] propyl] amino] carbonyl] -2-oxo-, methyl ester, 
monohydrochloride, (-)- (9CI) (CA INDEX NAME) 
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CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [1- (aminocarbonyl ) -6- (2,1,3- 
benzoxadiazol-5-yl) -4-ethyl-l , 2 , 3 , 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl ] -4-phenyl-, methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 125:142759 
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AB Title compds. [e.g., I; R = (un) substituted (hetero ) aryl ; Rl = H, 

(fluoro) alkyl, cyano, ,C02R3, etc.; R2 = H, alkyl, OR3, etc.; R3 = H, 



10/025,5893 



(fluoro) alkyl, etc.; R4 = e.g, ( 4-arylpiperidinopropyl ) carbamoyl ; X = 0, 

S, (alkyl) imino] were prepared Thus, title compound II had pKi of 9.74 for 

binding at human ale receptors in vitro. 

IT 179481-48-2P 179481-49-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 1- ( 4-arylpiperidinopropyl ) carbamoyl-2-piperidone-5- 
carboxylates and analogs as ale antagonists) 

RN 179481-48-2 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [1- ( aminocarbonyl ) -6- (2, 1, 3- 
benzoxadiazol-5-yl) -4-ethyl-l , 2 , 3, 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester, (-)- (9CI) 
(CA INDEX NAME) 

Rotation (-) . 
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RN 179481-49-3 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [3- [ [ [1- (aminocarbonyl) -6- (2, 1, 3- 
benzoxadiazol-5-yl) -4-ethyl-l , 2 , 3, 6-tetrahydro-2-oxo-5- 
pyrimidinyl] carbonyl] amino] propyl] -4-phenyl-, methyl ester, 
monohydrochloride, (-)- (9CI) (CA INDEX NAME) 

Rotation ( - ) . 
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